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• 0 Rl O 



I II 



AB The invention concerns a pharmaceutical compn. comprising an efficient 
amt. of a compd. selected among the con^ds . I [Rl, R2, R3, R4, R5 = H, 
halogen, Cl-6-alkyl, OH, CHO, 0R8, C02H, CN, C02R8, C0NHR8, CONR8R9, NH2, 
NHR8, N(R8)2, NHCH2CH2NMe2 , NHCH2CH2C1, NHC0R8 , morpholino, N02, S03H, 
CH2N(C02R8)CH2C02R9, CH2N (C02R8) CH2Ar ; R6 = H, halogen, Cl-6-alkyl, 
(CH2)nR10, ; R7 = H, Cl-6-alkyl, Ph-Cl-4-alkyl , NR15R16/ RB , R9 = 
Cl-6-alkyl, Ph-Cl-4 -alkyl ; RIO = halogen, OH, Cl-6-alkoxy, 
0C(:0) -Cl-6-alkyl, CN, C02Et, CORll; Rll = Ph-Cl-4-alkyl , NR12R13 ; R12 , 
R13 = H, Cl-6-alkyl, Ph-Cl-4-alkyl, (CH2)nR14; R14 = halogen, Cl-6-alkoxy, 
NMe2; R15, R16 = H, Cl-6-alkyl, Ph-Cl-4 -alkyl , (CH2)nR17; R17 = H, 
halogen, OH, Cl-6-alkoxy; Ar = C6-14-aryl; n = 1 - 6) and II or their 
pharmaceutically acceptable salts. Thus, I [Rl = R2 = R3 = R4 = R5 = R6 = 
R7 = H (CRL8293)] and II [Rl = R2 = R3 = R4 = R5 = R6 = R7 = H (CRL8294) ) 
were prepd. from quinoline-5 , 8-dione via Diels-Alder with crotonaldehyde 
dimethylhydrazone followed by cyclocondensation of the resulting quinone 
III with Me2NCMe(OEt)2. I (Rl = R2 = R3 = R4 = R5 = R6 = R7 = H) and II 
(Rl = R2 - R3 = R4 = R5 = R6 = R7 = H) have interesting cytotoxic 
properties [DMT = 10 mg/Kg (DMT = max. tolerable dose); -33% and -36%, 
resp. tumor surface diminution {murin mammary carcinoma (MXT-HI)}; -45% 
and -64% , resp. tumor surface diminution [{murin mammary adenocarcinoma 
(MXT-HS)}]; and, for II, T/C = 136% (lymphoma L1210) ] leading to a 
therapeutic use as antitumoral medicines. 

IT 266306 -7''6-7P, CRL 8294 327184-13-4P, CRL 8364 

327184-14-5P 327184-15-6P, CRL 8401 327184-16-7P 
, CRL 8440 327184-17-8P, CRL 8479 327184-18-9P 
327184-19-OP, CRL 8485 327184-20-3P 327184-21-4P 

, 3- (Acetoxymethyl) -9-methoxy-7H-pyrido [4 , 3 , 2 -de] [1, 10] phenanthrolin-7-one 

327184-22-5P, CRL 8830 327184-33 -8P, CRL 8367 

327184-35-OP, CRL 8388 327184-37 -2P, CRL 8441 

327184-39-4P, CRL 8482 327184-41-8P , CRL 8483 

327184-43-OP, CRL 8486 327184 -45-2P , CRL 8487 

327184-47-4P, CRL 8480 327184-49-6P, CRL 8481 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of phenanthrolin-7-one derivs. and their therapeutic uses as 
antitumoral medicines) 
RN 266306-76-7 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one (9CI) (CA INDEX NAME) 
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RN 327184-13-4 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one, 11-methoxy- {9CI) (CA INDEX 
NAME) 




O 



RN 327184-14-5 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7]phenanthrolin-7-one, 11-chloro- (9CI) (CA INDEX 
NAME) 




0 



RN 327184-15-6 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7]phenanthrolin-7-one, 4-methoxy- (9CI) (CA INDEX 
NAME) 




0 



RN 327184-16-7 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one, 4, 11-dimethoxy- (9CI) (CA 
INDEX NAME) 
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RN 327184-17-8 CAPLUS 

CN 7H-Pyrido[4,3,2-del [l,7]phenanthrolin-7-one, 4 , 9-dimethoxy- (9CI) (CA 
INDEX NAME) 




O 



RN 327184-18-9 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one, 9-inethoxy- (9CI) (CA INDEX 
NAME) 




0 



RN 327184-19-0 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one, 9, 11-dimethoxy- {9CI) (CA 
INDEX NAME) 




RN 327184-20-3 CAPLUS 

CN 7H-Pyrido[4, 3,2-de] [l,7]phenanthrolin-7-one, 3 -[ (acetyloxy) methyl] - (9CI) 
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0 



RN 327184-21-4 CAPLUS 

CN 7H-Pyrido{4,3,2-de] [1 , 7] phenanthrolin-7-one, 3- [ (acetyloxy)methyl) -9- 
methoxy- (9CI) {CA INDEX NAME) 




CH2— OAc 



RN 327184-22-5 CAPLUS 

CN 7H-Pyrido [4, 3, 2-de] [1, 73phenanthrolin-7-one, 2- {2-chloroethyl) - (9CI) 
INDEX NAME) 




O 



RN 327184-33-8 CAPLUS 

CN 7H-Pyrido [4, 3, 2-de3 El, 7]phenanthrolin-7-one, 11- (dimethylamino) - (9CI) 
(CA INDEX NAME) 
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RN 327184-35-0 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [l,7]phenanthrolin-7-one, 11-hydroxy- (9CI) (CA INDEX 
NAME) 




O 



RN 327184-37-2 CAPLUS 

CN 7H-Pyrido[4,3,2-del [1, 7] phenanthrolin-7-one, 11- {dimethylamino) -4-methoxy- 
(9CI) (CA INDEX NAME) 




O 



RN 327184-39-4 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthroline-lO-carboxylic acid, 7-oxo-, ethyl 
ester (9CI) (CA INDEX NAME) 




0 



RN 327184-41-8 CAPLUS 

CN 7H-Pyrido[4,3,2-de3 [l,7]phenanthroline-7,9(8H) -dione (9CI) (CA INDEX 
NAME) 
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RN 327184-43-0 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one, 9-chloro-ll- (dimethylamino) - 
(9CI) (CA INDEX NAME) 



CI 




0 



RN 327184-45-2 CAPLUS 

CN 7H-Pyrido[4, 3,2-de] [l,7]phenanthrolin-7-one, 4-hydroxy-, dihydriodide 
(9CI) (CA INDEX NAME) 




O 



• 2 HI 

RN 327184-47-4 CAPLUS 

CN 7H-Pyrido[4,3,2-deHli 7]phenanthrolin-7-one, 4-chloro- (9CI) (CA INDEX 
NAME) 




10/049,511 



Page 11 



RN 327184-49-6 CAPLUS 

CN 7H-Pyrido[4,3,2-de] [l,7]phenanthrolin-7-one, 4 - (dime thy 1 ami no) - {9CI) 
INDEX NAME) 



(CA 




NMe2 



IT 



RN 
CN 



CAPLUS COPYRIGHT 2 003 ACS 
2000:177139 CAPLUS 
132:303121 

Mechanism of action studies of cytotoxic marine 
alkaloids: ascididemin exhibits thiol -dependent 
oxidative DNA cleavage 

Matsumoto, Sandra S.; Sidford, Mathew H. ; Holden, 
Joseph A.; Barrows, Louis R. ; Copp, Brent R. 
Departments of Pharmacology and Toxicology, University 
of Utah, Salt Lake City, UT, 84112, USA 
Tetrahedron Letters (2000), 41(10), 1667-1670 
CODEN: TELEAY; ISSN: 0040-4039 
Elsevier Science Ltd. 
Journal 
English 

The cytotoxic marine alkaloid ascididemin has been shown to be a 
thiol -dependent DNA cleaving agent. Previous mechanisms of action studies 
have concluded that DNA and/or the DNA processing enzyme topoisomerase II 
were the cellular targets for the alkaloid - this is the first direct 
evidence that a pyridoacridone alkaloid can cause DNA cleavage under 
phy s iol . condi t ions . 
266306-76-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(cytotoxic ascididemin exhibits thiol -dependent oxidative DNA cleavage) 
266306-76-7 CAPLUS 

■7H-Pyrido[4,3,2-de] [1, 7] phenanthrolin-7-one (9CI) (CA INDEX NAME) 
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